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(54) COMPOSITION AND METHOD OF TREATING 
IL-6 ASSOCIATED DISEASE 

(57) Abstract: 

PROBLEM TO BE SOLVED: To provide a 
pharmaceutical compositions for treatment of disorders 
relating to the increase in cytokine levels and therapy 
therefor and a pharmaceutical composition for 
leukin-6-related diseases. 

SOLUTION: This is a pharmaceutical composition for 



treatment of disorder characterized by the increase of 
interleukin-6 level. A pharmaceutical acceptable 
carrier includes an effective amount of the composition 
enough to decrease the interleukin-6 level. This 
composition is the steilized culture medium in which 
transformed B-celte secret immune modulator or a 
composition comprising the purified fraction having IL-6 
inhibitory activity, and the production process thereof. 
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(54) [&W<D%m il-6 ll3t^ao?&«ffliflriJ4Sr^ < j:^^ 



(57) 

?6*ffla«:»i5<tW6**-S. is^I L-6 P^;K7) 
I L-6<7)±#CJ: $4^=*lt<b*i*|* 

«ft, fci^fiOSfiMo 



a) mm^±xmmm^m^-ti>xm ; 

c) m±.m*vc*§-i x-mwirzjim. zzx\ mmw± 

6 j frteiiW^, m- 4 o mTcoiagu.t. 

So 

^, 1 i:l£«O^S 0 

[»*JBi U ttftM&Pi gMS-^«BB&-e*s, fit 
1 (ciefto^ito 

[»*JS12] grfBfflSa^RPMI 1 7 8 8 tftZtl 
Z> WfeMX't) t) , Sgf ^-C L L 1 6 6t-7^ 
-f7'A*ft-nl/^v3>|;^ltJt l -cv>5 1 gg^JR 

1 i-ie«o^ft 0 

1 3 J S}*« 1 CEtO*tt IZ X 19 MiS § tl 

[Wf*«l 5] I L — 6 <7)_h#(C <t I) #8fco*lt <b ti<£> 
itg&^r-V 'J TtC&nT^ I L — 6 l^A^jft^ 
& B *ffljfejj*fe;&* v 3. - * - Sr fr&.-fZ> mmm^fk 

Uf*Jgl 7] mrlEK#^\ I L - 6 l"^AO±#t; 



(2) 1fif8-2 4 5 4 1 4 

2 

1 5 iciB«fioa*%o 

W*f2U t*«l5i:E«ro4i*ft-c*oT, 
70 H!ifei^*75 5 \ ^mt-WMM (mm) ; mr:£l&4g ; Jjp* 
ffi ; ; ##-->*|$(a (KS) ^ 

A) : £*1S*EJStt»* (S L E) ; ^fl'ftSifLSE (M 

s) ; fi£$5te^ (mg) ; ^-r 
(GBS) ; h**s? a y ?m$m ; mm^HXV 1 

*j< n>x&nm& ; htl v- 1 (ha 
m) \T*y>*4-?-mi*m.m& (nitmikmB.) ; 

<MR14;tt}l£llJ3 <£ * )i -> ? a ii^ ;7Hi-f-;S' 

jfe ; ±mm.m') >s*m ; iB^^i-ni ; t-si*! 

^ ; T-rn-AttSftM^t^ ; t£# ; t h^t^^ 
; ^itBsa^a ; ^^^mr* ; m«* ; h i v ; sg 
ttes ; ^«Majfet3i£ifiL« ; t&K&m#: ; »^ti*m 
& ; aMff£«iJBis*£ ; <t vitmwm ; m 

^*tt ; KTS#«^ ; ; ¥tmm ; 

; * > V*rr ;u if* > ^iS^ ; EfflSSttiiM^ ; 

«£* ; Mfeii ; tt 14pjr^ ; ^mw mm ; nRtt^K 

ag^« : 7^->->'tvx ; %m ; mmm& ; ^sm ; 

: 9 - \du ^ ; mena** ; 

sMKiittK^n^a ; «fi»jt»* ; BAcnM^R 

2 2 ] Bfffe;ifflj&**#'\ ji-tx 9 4 > ^ 4 
^xitz(t^<o-mx-ommizx Qi&nmteztiz. m 

40 1 5 Kf£«0&)&% 0 

[fi}*II2 3 ] mRMWfctf, SI£#^C L L 1 5 6 
T*T^< 'J iJ V 9 4 f-t)Vt)Vf- \ -H^itS tt7tRPM 

i 1 7-8 8 -e**, w*«i 5 uie»oafiS:% 0 
-5.x W*Jii 5 uteisoa^o 

2 5 ] flri&M&tt*#*4<. t h T A- r 5 > 

2 6 ] «reftjew«<. <t o-'-y * > 5c 
50 5 (-fe«oiafi6:^ 0 



-2- 



3 

[0 0 0 1] 

±mz x o #g^o-it h ttzm* nmmnfem^ma x v 

[0 0 0 2] 

asftfci 995^1^2 7 Bai^o*nms#-^^o 

8/379, 9 6 Of , £S <t OThomas M.Rodgers Jr. 3S 
■tOT.Fionald TheodoreUJ:^ [fate X 

Oj&«fflafifc!»iJ ) trj f !6*^riSJ 1 9 9 3^ 

7^ 9 aajsiw*ijai^if-f-^o 8/o 8 9, 75m 

[0 0 0 3 J 19 7 O^ftfcJBW^, *HHO«^«^ 
>j > # 'f > is <fc 'J >*#-f ^mtto^filrS^tclgo* 

McDaniel ,M. C. <b , CI in. Immunol . Immunopathol . .. 
91104H (1976) ; iSitf'Papermaster.B.W. CI in. Im 
munol. Immunopathol., 5:48 - 59 (1976) IZ X <0^^$ti 

fc 0 -f-tUi, CTx.fi', Papermaster,B. Advances In I 
mmunopharmacology,507— 511S (1981) : Dunn, P. A. 
<bx J. Immunol. Methods 64:71—83 (1983) ; Papermast 
er.B.W. <b. Cancer 45:1248-1253 (1980) K «fc 0 K« 

£;rvri>& 0 

[0 0 0 4] 3-c-i4#&o-9-Y h*-f y&ttmzti. 5 

[0 0 0 5] 

[0 0 0 6] *§£Wfi s ZblZB(fyt-tZZtlt^ I L - 
[0 0 0 7] 

I*«tW*i-*fc*o^a:] ?£JHft*BiUlJ&tic(i, flJ 



(3) #H i F8-2 4 5 4 1 4 

4 

(wast ing) i £liflfeO«#4:#-r 4*. #4 
7'*;l/f t-^V^ya ># > 'bf#£>:ft.5>RPMI 17 

[0 0 0 8] iiJfa 

a ) «r»i&*±-e»«|j& 4^*1-4 is ; 

b) 8ffll&J»*±it*, «±itWitii*«'ar^ttS8-C-«* 

c) «f±»*ia-^*t?i(t#i-*is, 

[0 0 0 9] «Fi Lv»*ttS*-CMU ±ie^»XS(i, 
20 #t4 c 

[0 0 1 0] &* Lv»*JMB»-rii, ±IE«««ft{i, 
[oonlifi Lv»*jfc»«i-c(i» 

[0012] $ <b lc# i Lv»*ittRtt-Cli, ±E* -f ;u 

[0 0 13] »*Lu»«t«W^J4, ±EJzflUi, ft- 
4 0TCtJ.TOiaSt-.t.iSrt;*'t--&^ t HJ: t)^§tt 

[0 0 14] Zbizftt Lv^jtjRtt-eii, ±CJfraiLh 

[0 0 15] SUO#i Lv»*Jfcgt«-cij\ JifB±7f(4, 
[0 0 16] SUOfcfi Lv>**J»»-eU\ ±IB±jff<±, 
[0017] iff Lv»«MMi-Cli, ±E**l±fc MflL 
[0 0 181 »i U>*aMM*-eii, ±fE*fflJfeii I g M 

[0019] iifiLv^tsiTtt, ±teaja(i, RP 

MI 1 7 8 8 SIftCLL 
1 6 6 X'T * , )A^5'l'y**ft-nl/^v3 >IZ& 

[0 0 2 0] $"c>U*l&W«l. ±ittmizx h»ig§it 

[0 0 2 1] I L-6 0±#U<t O^gco'tt 

%i±> *^=6«;u^nrH6*#-v U 7i:£v>t, IL-6 
50 U^**«^$*4tc^rSJi*wa«tt«r*tfo 
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5 

- £ frM-t £ im%%tgi& t fc (± I L — 6 H*«te £ * 

[0022] sfi n.»*jfcB*-e*i, ±Ea*»ii, a 

1 B 2E4-i.<bfl*5 0m 1 0«f**i(|sJ:J3^- 
[0 0 2 3 J ftfi Lv»*Jttl*-Cli, ±E»#(i. I L 

-6 u^*w±#i-«t t)&&-3iibti2,mr*i>z> 0 

[0 0 2 4] »i L^H*feS#T-<±, ±IE»»(±, g£ 
[0 0 2 5] «Fi Lv^Jtattt-Ctt, _LE*#li, ft* 

[0026] #i L^mmmmx'tt. ±ie»#i± > 

[0 0 2 7] »SLv>*ttJK«-C(d\ ±E»*Ji, WT 

**tr : ^%14#ss« (mm) : B«r2:fl^4S ; %mm ; * 

t-^*7>H; *,f-vlt (KS) ; m— tu-s 

: m» i)w*t3t m&<r>mmik (rai ; £ 

#tt&Jt14«*£ ( s l e ) ; %W&m*M (MS) ; ft 
fc®iMtS& (MG) ; ^-tv-v^-Se^ (gb 
S) ; h + •> y ^ •> 3 y ^ SE|fti£ ; #BHi14.fc <t r>* ■< ;i- 
XttfiDR^ : HTL V- 1 -RjEfffifcig (HAM) ;t 

SSHiS <£ LKiil * JU -> Aj6i;5e : 71/)^- ; ftM'FlfeW. 

; #ete*8fcF« ; &m&mm& : BS##g,g.^ 
3&ffll£teSSI« ; ; gEftffiffjg ; ±« 

I'J : Wi^/^-yng ; ^SrtRffi ; Tt- 
°-Ai41*MWfb^ ; ; th/oi,.f i >'f*^!S^; 

; ?frA,mm ; flSff* ;hiv; ngfl mm ; ^ 
«a3aitejfli« ; mmim& ; ; 
ffM*£ ; «t d^isr* ; mm# m ; jht 

; AttWiWife ; wi ; mnmmm ; * > 

n ; : #fliir-£fg|p ; mKi£BM!fc$ : 

M.vmf&m ; Dfeatt^-BSf*:^ ^ ;ux!g& ; jfrm&w. : r 
^> ->'t7; ; ifls ; ; ^-sflS ; ne^fll 

* ; 3/*^ j'-fcfn jjUflftaMB ; gfflj&S 

; ; BJ£tttts&¥IR$ ; 

«§^7X ; I g Affi;f.Mf ; 7r/3-;t*; 
[0 0 2 8] »t Lv>**tS8»-c{i, ±Ctttt«r(:£v» 

[0 0 2 9] fcFi Lv»**S8«-C(i, ±EauS»UiJt> 
T, mmWi)^ SrftS-f-C L L 1 5 6 XT * <) ii > ? 4 
y-t**;i/ft-i:SK$ntRPMI 1 7 8 8T-£> 

So 

[0 0 3 0] »i L^$|JSJ8fi|-Cti, ±CjHII&«*iSPJfe 



(4) HS¥8-2 4 5 4 1 4 

[003 i ] 4jj n»*itoB»-c{i, ±ie^sa^*tgjfe 

[0 0 3 2] 4ti L^HifcHtTC'li, ±EaaE«i(i, 5t 

[0 0 3 3] «.f.#^J:0'iefe«|3|*<?5}^«^*ico 
[0 0 3 4] 

*«H«ai#-efflv»4 r**waifiE»j t-t±, mm»m®jis 

£<om±ztL. ^-f * 9 -<>><- <5 <( )\,mzZZ>&9k<r> 

[0 0 3 5] ((Dig) K^ttfeftW* 

y-b**Jtft-3^v 3 >(;$K#-f-c L L 1 5 6 
tSK?tltv>5RPMI 1 7 8 8T**f9, Citii, 

-f7,9 1 > ?7 4 xmtfc&tf-yT- < zTX-bZo Zil 

mmxit rLK-2ooj tm£fn>A^ i-=><7>fflm 

30 ATCC CLL156 (Ofrfr h <7)^-mW. ~Wc 

[0 0 3 6] fflV^WtOWi, IB4, Ra 
j i Oi 5:EB VBKtemaSS^Sr^, C#xti, Bu 
rkett'J >/^««^ s ^ii^Rj abOiii^EB 
VJ&&B8BB&**T-*.5>o ^ii^WTOli, ATCCi 
7t;(±fa<OA#7fe (0JAl±Tufts New England Medical Ce 
nter, Boston, Massachusetts) frh A^$^Lf#^ 0 

[0 0 3 7] (SHIB?-) «H&0«R|EmofcJ<>Ufflv» 

mm^m^ (tnf) , Pimm, toJuFmnziz 

*LraBfl|i$r (prime) J U *i->f, ^:<0«4 
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7 

[oo3 3] mm*. ffiL<u, * 

Bio Whittaker, Inc. , Walkersvi I le,MDt £(*Gibc 
o, Life Technologies, Inc. , Grand I s I and, NY/$* h X?^ 10 

2 % L - ^ >0«St-M*f t F 'J ^7 A 

I^OIscove* s Modified Dulbecco's Medium (IMDM) 

6 SmMOHE P E StZXithflho :oiMD 
M#£ZfL-r)l>9 ^ > tifc, Bio Whittaker*^ A 

(neglible) Milif, ^B&Bfc**£OBio Whitta 20 

kerJfiLft*Sr**0 IL-80 1/^^ (^S&l^*^-ft(C^ 
frt>h-t\ r±«J tfl^tftL*) (i. 0. 3 6 7 ±0. 
1 7 n g I L- 8/m 1 fcflj7cS*U * LTGibcoJfll 
iftt^OIL-SOl/^^Ki, 0. 184±0. In 
g I L- 8/m 1 tMfcZtltz ; Bio Whi t taker JfiL vf 
SfttOTNFOl/^ii, 0. 3 11±0. 24ng 
TNF/mlt*^ -?-LrGibcoJfiLi»^«fe*OTNF 
Ol^Hi, 0. 1 7 9 + 0. 0 7 ng TNF/ml 

[0 0 4 0] jflL»agcojfliSEM7& ? , *^4ifiLffi[2!S:*1-4 
tAOff * U is v ^ t RfiS £ if jg Lf#& C <h ^ $ ti 

fco Sot, MHu-r^fit-eiiiv^ m^tmcA 

[0 0 4 1 ] (*#*<*) lX10 6 ai/m 

ho SaRflWpHtt, &7. 00±0. 15t*4 0 
[0 0 4 2] ATCC^f>Af LfcRPMI 1 

7 8 8*ffl«&Sr, 3 7lC07K1t*-e?§WL, f LT2%0 

j3«t^2 - 5%<0iE#t: hjfojfc (Gibco) 40 
ttzltl 0-2 5%KhT)iy<> (Gibco) £MJSL 



1*H¥8 - 2 4 5 4 1 4 

5 

lscov*S*tfc (GIBCO BRL Life Technologies, Inc. ,Gai the 
rsburg,MD^*b A?) U^ia^g«-r * 0 MUSS; 1 x l 
0 6 $ffiJfc/m 1 «rjBx4«HM?*uai-«i-C, T7 5 
77Xnfpt% 5 96C02^H^T> 3 7tt^*t 
h 0 8 0 0 X g-C5»B<0jS-C^«ifc(i«a 

f), ae***L», fltT 1 5 0 V^Xa*^ 
4^1^2 0 0 011^^1:0. 2X10 6 ite/m 
1 o*JKTlgiBL»*o ; *:i>T\ *ffl/&£ i x l 0 6 $BJJS 

[0 0 4 3] *v»-e, 0. 2X10 6 «/m 

1 0MB«ffl!&3ffJ£i::i3^t\ W<H1X1 o 6 «hji& 
/mlOfSUlf^i^ 1 0%CO2i3EL. -f-L 
T^itSttfc 5 0 0ml 60n-7-*"h;b*T^*Lf# 

[0 0 4 4 ] (aiJ&*ffi*«Mi3J:^>f h#-f 
^05tW) RPMI 1 7 8 8 Matt(iLK2 0 0 
<hDf^) jJ»&£«$*i*±.flK ^ J: t^fl&co^fflBai* : IB 
4, Raj U Bjab, i3 X tf^v 4 Fvx>, PHA 
i:|t*cti:Jt 0S14ft$ix4**gjfiL^ (PBC) , 
£J:0 f r7> hn-;w : fttv»it» 2 % MfiL 

it**, OTJSicWStLrv^vM 0%^vJ&iBjflL}t ( F 
CS) i5j:D f T<ffl|ft*|cOKT3 0±}t 0 *i£*£SE 

1-3 Utk-To JU RPMI 1 7 8 8^1 ilffl^ilt 

tLmi&m.'fhztim-to tatccj t^oiz 

ftit:RPMI 1 7 8 8IB (Z<F>fa%mmzmXLtz t 

T\/>&^\ RPMI 1 7 8 8**(i, m<r>WX*M.m$tl 
h TMSO (naive) J C D 4 5 4 vi^M L &v> 0 
L#*U Ccojfcl^ Becton Dickinson HLe-1 mAb<hSJ£ 
14-e*^ 0 CD4 50ft»*^*x^#:(zi3lt&# 
P^-C<£>£Michel Streuliltrt (DFCK Boston) \Z 

[0 0 4 5] 
»1] 
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(6) 



ftS¥8-2 4 5 4 14 

JO 



mm* 

RPMI 1788 IB4 Raji Bjab 

+ - + 4- 4- 

+ +■ + + 

39% + + + 

+ + + + 

— — 81% — 

5/82 + — — 

+ + + + 



+ + 53% 



mAb 
CD3 
CDS 
CD19 
CD20 
CD21 
HLA-DR 
c 
X 

CD45 
(HLe-1) 
CD45RA 
(Leu-18) 
CD45RO) 
(UCHL-1) 

[0046] (4-) (-) eoepti, -e-Jt-Ffll 0 

0%isJ:^0%O5§I^fto RPM 11788*3.1:0* 
IB4*fflJfeftfj\ EBV + LCLt*^o Raj i 
Burkitt'J >^)l-e£>*K f IT, B j a b ii* 
EB Vm%zBMffiM"?*>2> 0 ZtlbOF AC SfrffiX-m 
v>bfL^^rOmA bte, SiCD2 1 ^i^TF I TC * 



J** 2%AB&m 80 
10% FCS 80 

PHA- Sttfl; PBMC 1.003 
IB4 ao 

Raji 80 

Bjab 80 

RPMI 1788 80 
(ATCC**A#) 

RPMI ITtt (2/l$^*T? A^) 80 

LK200 (fobura* & A#)4/2* 80 

LK20D (foburni* £ A^. 1/1) 80 

UC200 (lobura* &A^. 1/10) 80 



[0048J * IL-1/3, TNF, I L - 6 , IL 
-10, I L-l RA, DJifrtt I L — 1 U-t-f 9 — ? 4 
f\\ (sIL-lRII) , L-8ti. RI AC 

J:»)77-t>fL/: 0 IL-2, IL-4, GM-CS 
F, FN- y te, Endogenji*<bA¥<7>*y h £ 



^1S:CD2 1 mAbtt. CD 
2 l*ffi»3^*fcffl-t&7t a*X5 igG-FI 
TC2*tt#l:*i:fli^ftfc Q 

[0 0 4 7] 

[*2] 

<*-f * 2/ \* Ar 



IL-2 


DL-4 


TL-6 


0 


0 


20 


0 


0 


92 


1.602 


13 


4.705 


0 


0 ** 


20 


0 


0 


20 


0 


0 


20 


0 


0 


94 


0 


0 


94 


0 


0 


20 


ND 


ND 


20 


ND 


ND 


20 



^TELISACJ:IJ77-fcU^ IL-12M\ 
R&DSystems**S> A^O* y h 4:ffl^tIsliC7 y-tr Y L 

[0 0 4 9] 
[3c3] 
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(7) 



1?Sf8 - 2 4 5 4 1 4 



12 



<Pg/mJ) 



J- 111 


IL-8 


IL-10 


IL-I2 


ICr*- T 


i*m 2% AB tfifll 


34 


20 


0 


o 


10% FCS 


41 


29 


o 


o 


PC/a uSMJIi' naw/^ 




l,4,x> 


n 
O 


865 


IB4 


30 


20 


0 


0 


Rap 


30 


22 


0 


0 


Bjab 


36 


920 


0 


0 


RPMI 17« <ATCC*>£A^) 


135 


20 


0 


0 


RPMI I7W (2/Utf*TA#> 


34 


20 


0 


0 


UC2O0 (fobarn^ ^ A^) 4/2» 


30 


20 


0 


0 


LK200 <Woburnfr£A#.l/S> 


96 


20 


ND 


ND 


LX200 (IoburB*»£A#.l/10) 


83 


27 


KD 


ND 



[0050] * >mmm&w±mzm^t>ti2>wc&wk 



* [0051] 
[*4] 



(pg/ml) 





CL-IRA 


TNR 


CM-CSF 






107 


41 


0 


432 


Jgitfi 10% FCS 


93 


83 


0 


164 


PHA- ismt pbmc 


8,516 


2.181 


190 


528 


IB4 


48 


178 


0 


1.100 


Raji 


86 


98 


0 


212 


Bjab 


227 


113 


0 


148 


RPMI 1788 (ATCC*>£A^) 


86 


191 


0 


404 


RPMI 178* (2/16te*TA#> 


14| 


118 


0 


296 


UO00 Oroburn*£A¥04/23 


61 


175 


0 


304 


LK200 (Woburn* h A^. 1/8) 


137 


225 


ND 


236 


LK200 (foburn*>6 A^,l/10) 


49 


252 


ND 


352 



[0 0 5 2] iJj:a f *4U»+||f*(± > L %&<oWt$tZ fifz 1 oOB»n^o IB4»{i. 

K2 0 0J3J:C/RPMI 1 7 8 8 ±'»ri ? 3«&fi<7> I L IL-ll/*^- (1, 100p g /m 

-8 (1 3 5 p g/m 1 *?ST*^^) ^i^SSifO 1 ) (shed) 0 Bj a bflcli. (2 2 7 

TNF (2 5 0 pg/m!*I) mtSCitRW pg/ml) OIL-lRAtM+io 

LTv»i 0 B j a b»fe*0±itii. IL-10 40 [0053] 

(9 2 0 pg/ml) «r**-*-*o Ztlit, EBV*g [S5] 
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13 



(8) 



4$H!¥8 - 2 4 5 4 1 4 



14 



MB? 


IL-1 fi 


IL-2 


IL-4 


IL-6 


js* 2% aba* 


143 


0 


0 


3.475 


?HA 


1.003 


1,602 


13 


4,705 


LK200 <Fobur«*£A^>l:S* 


80 


0 


0 


2.368 


LK200 1:6+ 


80 


0 


0 


1.147 


RFMI 17« (ATCC*£A#)±i*l:r 


80 


0 


0 


925 


RPMI17W (ATCC*£A^)Jbi*l:r 


80 


0 


0 


483 


OKT3 (0.! fcg/mJO 


102 


0 


0 


2,852 


OKT3 + LK20Q(»oburiiA>t>A^)l:3" 


80 


0 


0 


2,722 


OKT3 + LK200 l;6+ 


1.032 


0 


0 


4.004 



[ 0 0 5 4] * Z<D$zm (5/9/9 5) ^OPBMC 
*>»ft#fi\ Damien SorceT**o?t:o h Zixtz&Zk 
ffCo^t, 12. 5X10 6 fOl(fiS:, fAthr 
JUT^ >T*=7- M/:50ml <7> # 'J 7° n kf U > 
«*T% 5tnl^SiW> + ^-Hfc (10 
^ g/m 1 X 1 nm) o 2%<7>fchABJfiU#i3 
/i g/m 1 *>#U 5*->>B*1iJeLfcRPMI 
+ Lfco 3 7C-e4 8«FB^ 5WfcS*ifc* 



TNF, IL-6, IL-10, I L- 1 RA. pTi§14 
IL-ll/-t7^-^^ll (s I L - 1 Rll) , ±j«fc 
VI L- 8(4, R I AiC J: I) T y-fc-f Lfco IL-2, 
20 I L-4, GM-CSF, ^ii^IFN-yli, Endoge 
n^bA^^y h&JH^TEL I SAUi: ^ 
L£ 0 I L- 1 2 Sr, R&D Systems** <b \^<D* y h & 

[0 0 5 5] 
[3E6] 

U^OV (pg/ml) 





IL-8 


fL-10 


rL-12 


ffn- 7 




22,830 


45 


0 


5 


PHA 


22.640 


1.436 


0 


865** 


UC200 (Woburn^ 6 A 1 : S* 


25.140 


38 


0 


6 


LK200 1:6+ 


25.980 


32 


0 


0 


RPMI 1788 (ATCC^^A^)±yffl:3 + 


16.640 


49 


0 


0 


RPMU788 (ATCC*»*A#)±V»1:6 + 


13.270 


37 


0 


0 


OKT3 CO. 1 pg/tnl) 


18.180 


543 


0 


461 


0FCT3 + LK200 (ffoburnd* £> A¥) 1 : 3 + 


16.320 


561 


0 


256 


OKT3 + LK200 1:6 + 


28.970 


1.013 


0 


587** 




[0 0 5 


7] 







[0 0 5 6] * 
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(9) #1¥8 - 2 4 5 4 1 4 

75 16 

U -< /V Cpg/ml) 

g^S^F (LIRA -TNF GM-CSF sIL-IRJI 



igife 2ft A3 drff 
PHA 

LK200 <Woburn^ £ A-?Ol :3' 
UC200 1:6 + 

RPMI I78S (ATCC*^ ^A#>Jlf*l:3 + 
RPMM788 (ATCC^A^) 
OPCT3 (0.1 ^g/ml) 

OKT3 +■ LK200(foburn*»tt A*)l:3-r 
OKT3 -r LK200 1:6 + 

[0 0 5 8] 315. & XZ/m? izmZti&X n 

^\ J/tTCR mAB O K T 3 cOfSSft^cotf S£2S* 
*»Afco :tLb^iSS»(t IL-l/3<7)It 

fciiS&Lfco -*U*. 0KT3O*-e»^il414O 
10fiW±t*o/:o TNFK£fi, 2 5 0 %fl»SnU 
fit I L-8<7>jSifc(i5 0%«*DLfe o IL-10O 
m$L&2feT$>otz 0 OKT3f:(tt(i2pg/mlO 
GM-CSFOgi^ OKT3+LK200 (1:6 
SMR) 1 9 p 1 /m 1 (UtiQLfco 
[0 0 5 9] LK2 0 0 iftOt*Cffll^^2%O 
fchABjMNi. iJff><FcRy^t;H:i:^ ^* 
COIL- 6, IL-8, iSi^I L- 1 R A 
&o LK 2 0 0&J:fcKRPMI 1 7 8 8 <0±jf(i, CCO 
«ft*S:*L<«iiW"t-So L-604*(i, 8 0% 

<&'J?ZtltZo IL-8 04SI±, fi4 0%* 

[0 0 6 0] ::*t "f>tif 
[oo6i] (**w^$«it*64*^ i ;t) 

>*ifcti«#0£S:fcJ£7lC (0. 15N NaCl) 

[0 0 6 2] (^Sa^«^*cofiL51) 4ft Lv 

iSiStc J: 0JMffi3*L#* o ftfSWKii, ccoJgiftfi, 
5M£i::J:»K n-7-*'h;uj&*<bllIJ|X$*u *<^"t% c 



4.165 


292 


0 


ca8 


3.516 


2,181 


190 


528 


2.372 


223 


0 


316 


2.906 


159 


0 


356 


6.277 


198 


0 


365 


4.811 


154 


0 


344 


6.328 


541 


2 


524 


1.155 


551 


2 


663 


4.54-5 


1,375 


19 


524 



[0 0 6 3] (tt«) Hi»tt&j*B«frF-?ffl&*tt* 
20 L, ***frT"e«l!&«*^*S:J|iH3fll-rctJ;J:i3, 

«feii, 2 5 0, 0 0 0 ¥>v Y >*jgco^, iOftfSL 
< til 5 0, 0 0 0^h>*i^f^iiL^K 

[0 0 6 4] ±rf(4, 3 7t<7)iaiT-10%« 

LT<ift*»fefl-*S*l*t, < t 4 2 - 4 Bf 

jo #-r«jtie>Kij\ **«r*flta*>f, K^-fr-rxi, 

[oo6 5] m^&s&rmwfrffi) 4 5 L K - 2 
0 0 h >i:ov^rr y-tM u S21: 

^ti7 iftSSr 1 5 'J y M^iatiJO+yy 

h ifltftiftS o IB u i± , M <b ^<7>it« W B8#^ab * 0 
±»+<0|*J#S?U^JH±, — ffLT 1 0 p grt#f£/m 
40 1 JUTT-iM^Sn^o — <S:fl<Jt-, lOngiWl/^A' 

[0 0 6 6] II. ?S*2rS 

6) t±, fc^mn<n&%z>mmmiz&wi j *z.&&itkit 

( e b v ) T»ste» § tt^ c e s s > > *%-nmmn 
T-roMT-nyj 'sfrmnm&m^-k. Lxmfestitzo 

Ztiii^ g.HM (acute phase) 9 >'*9 R t Lt^i 
50 -e<0f5S!l«i#<O«ffl4:MU. -?"L-C^t 



-9- 



17 

[0 0 6 7] IL-6i:itt^l/-t7-?-|±g P i30 

ll>rj->m*Z> 0 gpl30Hrv'^-^lL-6t 
(LIF) , *>zj X91-> (oncostat in) M (OS 

m) , il-i i, ax^m^nmrnm^m^- icnt 
F) i&is-tz,) 0 

10 0 6 8] I L- 6 <Oi > t kf ?-(±, l^/l^gi 
ilfflllOXfD'f K (r-^-t)-^ * y*>) X*&2> 0 
i§14<0gp 1 3 Ofi. -B#I L-6rS14(C*fLTPlS14 
T*&& i ft Tv^o Ltf>U I L-6 t n7i§14 g 

!§te#Mttfc -t?-vl*JJ!-e{±. IL-611, 

X^Z 0 ^ft^Oit^Clli, I L- 6 75 s tt>bX'i>m± 
-^v^-eiBn:i^(ifiSLr^^|ffl!tuJ; Office, 

[0069] i l- e^s-r^^a^ii, j-:tf£3- 
tf : ^f&ti-tS!® (mm) : bJ^^s : mmm :*\ y 

XA-7>S;*#-v^i (KS) ; i£— ^n->14ji5 

ifc ; tf mm <) <t ^flfeo^gffi^ ( R A) ; 

14CT14il5!g (S LE) \$r%&M\m. (MS) ;is 
^STjSe (MG) ; ^>-/<u--£Eg|f£ (gb s) ; 

k *-> -y * -> 3 y ?mmm ; lasi^is <t w -i >i>xi£m 

SiSlHTLV-l-illtSSS (HAM) ; T )VJ ^ 

-i-^-m; #ffl»* (S£-t*fflS&£m) ; -L«tt ttifc® Jb- 
i^ies rt^v^ A jfn.S 0 I L- 6^158^1 L|#&$<b&£ 

14$W1F (Critical i I Iness polyneuromyopathy) ; 

it*£*jfe ; eeft^fFife ; ^bsm 1 ; w<« ; wsa^ 

* y rz -y ? x-g ; =f--BfamM ;7fn - Al4»flfc#ffc 

* : nm ; t: h/<*>K9<r ; ftmmm ; 

; mtm ;hiv; ; ««u8iettgji« : 
^^Ettatife ; mm&±m& : 5c*£*r«ifc*£ ; 
b*« J crw mmc* ; aami^ji ; xmTmitmm ; 

; wtmm ; mn&mm ; a > v-rr* tr* > x 
iS* ; SfflJ&tei&JMtifc ; m.m ; Hfe« ; tttePJRjfe ; 
**£f!l» : l5K1£lBli&fc£ : ttgMRffijfeH ; ufiRtt 

^US*** *X«Jfe; JFFH&tt: 7>->vi7^ (Am 
eningiomas) ; mm ; ; ^-g-flj ; ffi-kmf&M ; 

untr 9- trn ; ummum : E«esai4*!iSR 
> y > ^'ffl ; *S ; ; ^ti^JStt ; 



(10) 11^8-2 4 5 4 1 4 

7X ; i g aw^ : .t-ttPiJi ; y T>^---g!k ; tt^g 

10 0 7 0] (tkmMn x ^ft-^-x ^vi-jh 

[0 0 7 1 ] («^«to f ^-<^xtt^.9.) mitzdvj 

S*#i;£r*QT-ab-5)CATX + -v>^>7' (3>fi- 
^ft##4 3 -i:>SI»ffifiaf^>i) , MR I (Sl^*i!lli(f 

ft) , t3tv t mm&x* j r>nt j j&nmm.mtitmmie. 

^Ettt LTiM^ Stiffs o ZtilZii, $.&£tt2,mm^ 
[0 0 7 2] (ft*i«ffttc±5tt-&?S*iJiU f SlJ^<D« 

±& zitz(tffi&<o&*)Z>2im0>m4,\ tor, srffJE 

ffiogs-g) fcJ:r/B* 

ma) tf-titiz, 

[oo7 3] (aEft*»#o?6*) geft«(i, ie 

*^*tLTfllx.'bnfc (mount) fe&Itgi 
50 mwit. mf&msX'&Za zixbcomBJzisifh^^ff) 
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19 

±l£53- (£Ox.lf, •i.-KJJ^U* (Sm, nR 

NP, Ro. fcit^La) » DNA, RNA, tXF 

«tt L» 4 £#13i *33 £M U * i -ttW »= (i Bt*ffi * 

[0 0 7 4] (ft**) LK-2 0 0O-ttW4i£^* 
ftiJ«tO f ffl*X'5rvi-;K±, 0 

cc<OLK-200£50-100cc Oii^^^SA 
T, 1OO-2O0cc<7>LK-2OOt5 5 \ 50-10 

0 c coa*o«m±a*itoKi:«*s<x#-5o -»w 

50-lOOcc oa«<0«®^aAig*«*:?S^L 
/:50cc4, M<0 10-14 BB<0ffl 1 B 1 
U ;fcv>-c\ 1 ji®t;3HO*'>-v^-^T-ft-iM-&o 
4»c?£U<tiiif, 5 0 - 1 0 0 c c oiiflfoi«a±g&*fi 
tK t L/c 2 0 0 c c J "C<9 LK-2 0 0* s , 1B4 

Lt, 5-4 5»«*ltT»RrtUftA$*L*. *#U 

[00 75] *5-7<7)T-*-?i3J: fltOHSJfcf'- * 
IzX J: o (z, lilHSti5 3~5IS4?ft 



(11) Ifif 8 -2 4 5 4 1 4 

20 

&«J&i£*±itOftS***. 5 0ml*bl0itli2 
5 m 1 UftT-T^C tlZX 'K ^** { l«^$nTJ3 ») , 

14 (negative dose dependency) /9 S £>* 0 

[0 0 7 6] gHRrtfi-541, «#<0#IR|*3i±|tJ;J: I)* 
ffiSHfc^MTfrttft*., <fc-5>*&£-l-fi, ,9.#(±, Hieman 

4 1 >(i C it *b o * f - -r >K0 ft ffl £ SSi" 4 Ife^fflii C. 

[0 0 7 7]ft^»(i, 1 Blfcl) 1IA'?)4 EJff 
x.<btL?#*jis **v>(±fHB, *fcttiaH«-2iai;i 
tt3H*t?«^$itf»*o ft*M$r&**ii, 0.1c 
c/B t 1 0 0 c c/B t<0ffii:f L<« ¥#JLT&1 
0-5 0cc#, 1 B 1 ®4 7tl±2 @*-2>vM±fi8BT-a 

20 [0 0 7 8] S**fc7j*<c>, ±E-C«ffc$*tfcft**M\ 

«fi**»«rog4i:*^v>Tir>4, MoT, 4HS11I3- 

[0 0 7 9] £HT<OR5eLTv»iv»*iS0g* 

[0 0 8 0] 
[H5£0U] 

lBB-7B§:i00ml Ojilff oAlfi^K^O 1 B 1 
1 0-50ral<OLK2 005r N 15-30 

[0 0 8 1] 8 B § Wf* : 10-50mlcOLK200 
S:, iaW(-2 -3@a#L7to 

[0 0 8 2] BtFJ&ISr^+^-eftw^ft-tt, 1 MMtz t) 

nizmmzm^ir x o<±tf i aafcuw^iBSts: 

[0 0 8 3] (,ft#O^B) LK2OO0tWt?: 
40 4-4 8B3MBmi*l(c, *8 (-#^{-feL^:ttJS7J ? EP)^U 

[0084] LK200 T*^L7i.S,^fb<7>7 : '- ? 

l fc#^oa« i ^ ii«*<og-« * mm iz &-zx v 0 

mmteXT/m&H. CATX + t/, MR I, J3j:j/S 
WMt&lzXtmfeLtzo 

[0 0 8 5] 

[*8] 
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(12) 



1$ga¥8 - 2 4 5 4 1 4 





ft© * ■/ 


sura 




A 1 0 1 


# + y y 


8 iiPtfl 


6 8% 


A 1 0 2 






3 0 % 


A 1 0 3 




i : Mm 


1 2 % 


A 1 0 4 




3 iSRfl 


2 8 % 


A 1 0 5 




3 iSHtf! 


3 6% 


A 1 0 6 


flfej SB jfe 


6 iHfiS 


3 5 % 


A 1 0 7 


TV op O / 1 JSC] 








TU LAJ VJ tx>l i M Ty 






A 1 0 8 


Si / S I I % fy jr. 




J O Ttj -tJX, IX 35 tfCi tt ~ 


A i n q 


ifit tr »m KKi /flS u ^ 7 J JJM 


» -iB BH 

o laraj 


7 ft <kC fj£ te= *a 






q 1 HflH 

o ia n u 


3 4 7t> ■*« yc t± SB 


A110 




o Uaifaj 


Q C CL^ jB? W 
O D 7t> (fit J* 


A 1 1 1 




^ JU9IOJ 


^1/70 IX *T" Wi J Be 


A 1 1 2 


*t cr c; fia Wfy ^ffrw^ 


jsraj 


O U 71) 








^ t7"> ^ A. ? 


V 1 0 1 






4 0 % 


V 1 0 2 


W®C A 


2 mm 




V 1 0 3 




i ilffi 


1 0 *>«E1? 


V 1 0 4 


i^-S/POCA Pgj^tflSfc ; 


; 4 ass 


2 5 %(&ffc) 










V 1 0 5 






10 0% 


R 1 0 1 




6 0 % 










**JttTU#IEl-*o 


[0 0 8 7] 



[0 0 8 8] 



,t.#A 1 1 2 

te**«r : 



18*6, 7**V*^7t? — fc* 33 J; O'B U N jWUft U ±# L 

**«6 0% mm mm, tz ; /ff«o&5 o%wb*^< 



[0 0 8 91 

mmv i o i <»srttsttflF#) 

1993^4 J3*J«H*& 
(1993^4^) 



40 



1993^6^ 1 0 



[0 0 9 0] 



HLUHf>6. 7 
ffFSUB : 

tf'J^tf>4. 5 
IFSUB : iEfit 

JFFM: 1 0%*.%Zi>m4> 
mm : 2 5 ~ 3 0 



r#v i o 3 mm) : 

t»Wl&«P (palmer) JMbWffttLfc ; fitli»HPI|3*f '/> 
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23 



24 



[0 0 9 1 ] 



[0 0 9 2] 



B#v l o 5 (*-+>- vi*itt) : 

,e.#R i o i mm) : 
imntm : hivi:u ft.&mmmtt.m<n%& ; c d 4 « 2 5 ; 11 



[0 0 9 3] 



saraf* : 

[0 0 9 4] mmM2 : *#o«r* 

Igjg^v^y-^-f h (keratinocyte) (J&fl|*fflJi&) li, 
I L - 6 *g*L, I L - 6 l,Zfc&-f2> (Grossman, R. 

rinterleukin-6 is expressed in high levels in 
Psoriatic Skin and Stimulates Proliferation of Cu 
Itured Keratinocytes.J Proc. Natl. Acad. Sci. USA 20 
1986 : 6367, 1989; Bergui, L. , Tlnterleukin-3 and 
lnterleukin-6 Synergist ica I ly Promote the Prolifer 
ation ofMalignant Plasma Cell Precursors in Multip 
le Myeloma. J J. Exper. Med. 170: 613, 1989) 0 W.T 
U^-tiolc, LK- 2 0 0 *K***rlti:a4t 

& t , vm.<r>mik*7fi Ltz 0 i l - 6 m$Lte <t xt/ 1 tz 

[0 0 9 5] 1 Bit 1 ) 2 Knnd/f 
E«J: ; )i:LK- 2 0 0MiRliSLfco tKoaJVf 
**«r*4>-r*-fc, * J: tfi&*o36**±ir 

[0 0 9 6] 4 ilWffe, 1 H^JtO 5^7A<0 

tU: 0 . 

[0 0 9 7] JBttO-frlMKHit I, 2 A§ 

<D.f.#£, LK-2 0 OtM&fiL/Co S£#(±s &*<0|S 

[0 0 9 8] 4irai:fc!tot, f,f0OI gGV^ 
li, 2 1 gm%- 1 5 gm%t?*o3to &#J<7> 

* a** l < m& l tz 0 > ± iritroa* a 
[0099] nmm 3 : ttttnn 5 

LK-2 0 Oli, > Olii JWM-f 

*„ m*u»f>*i3t a 1 Dsam*iRStiiito* 

tflftitm^ (ESR) i±> LK-200 ■COi&flSfBSS&ft 50 



4 0 - 5 0 96i;^L^ : v><otf>tf>^jfi&j£ 



t: 

OJ"f7-|:Hft4;<l!4!ii:T* , ojt, }±P#^ (ESR) 
*>-&o -tnii. oi^ fffsg^r-^. 

t?^i 0 7^7'Jy'-y>'ff)4tli> IL-6^J:f9 

»*WSft*<ott#t=J: 1 , E SRiift«i:ftTH»*. 
[oioo] :tiWS*^liU, *<b*9>&«<7>fie 

*<7>?6Sg (#iifMf (gold treatment) &£Tf* h \-l>* 

*r-htemi$ts) x^b^^-otzm^m^.rm') ■> 

-r^£,&T*4f:£tt£, LK-2 0 0-efe-SfL/Co «.# 
(4, fe«^$&B#l-J4, «t»sp6 0-C*ofc„ LK-2 0 
0Sr2aWS4-L^o 

[0 10 1] >SfR0 2iin^ «.#OitPt*<i, 1 5~ 
2 Ofti£WiE#«[UJi«Biofco flfcfctt, 

[0 10 2] *tfcffl4 : #ttJft#*> 

tM»-e*ofc. C<0B#l±, ?^*iaSSfl5rU3 2 5 c cO 
tf-^iS^^L^o «*r(±, Hf"li2^«ii:6 0<'J 
^7ifo x sfcSB#t-(i l 8 o < ') ^7iw«f; > 

[0 10 3] :«M«ULK-2 0 0t, 

2 0-4 5frWU*>7toTJS.#Ul#Mrt&4-L7to 5 0 
ccWLK-2 00*50cc Oii#<7)^H±aAi-£7tC 

Lfc. IV««S:, ^ffiB5j>«c>^fliB*-C-2am«!OBI, 
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25 

[0 10 4] ft»0 2Illi:, «,#(±*ffii85fio»K«: 

5 0 c c Olf^iltia** 1 1 0 0 c c O L 
K-2 0 0^3 0mi±frrtXffiBlZ'iRZ;iZ5-z_2>Z b 
UftAfco 7HJ3LrtUA#(i*L^j£«F4rJl*fco 

(±. 2B#W^U3 0 S U ^7^it-«^Lf#, It^f 
^git £-**U\ tO»3 2 5 cci»f»2 2 0 cc 

SIi:±#L, 5l£T*ii3 5 0-4 0 0 cc 



(14) 1$H¥8- 2 4 5 4 1 4 

26 

lifMKLfco tft#<i* »**teAT 6iiHIBi-C % 
LTHflLWtfco LK-2 0 OOfflf^, 

BIB. 7)c0SH , J3 JiDf^lBBU 1 0 0 c c it;^L 

fco 

[0 10 6] 7-fcf^3'J >tiifc&±V t 'VL¥'X%ffitjLft<?) 
ilSCJ:^ SfcUj»*a*^S*i.-&o LK-2 0 0T1 
0BHIi6*Lfcft, r-fc^n'J yv*i-?>?-fflk<r>v 

^;UJ, 3. 9 nmo 1 /Ltio/: 0 ^Cl^flg 
^fLfcfx. U^;Mi3. 0nmol/LiWU:o 
70 [0 10 7] ± 

[0 10 8] 

Sot, ^H^tcj:^, t>f h*>f>u 
JO. I L-6 l^^^O±#i:55aL^»^Mffla 

20 fco 



(51) int. ci. 6 MMIB-f- rrrtS£3*-§- fi Ji#f*7ngBf 

A 6 1 K 38/00 A B J A 6 1 K 37/02 A B D 

A B X A B F 

ACJ ABG 
AC V AB J 

ADA A B X 

ADV ACJ 
35/12 ACV ACV 

C0 7K 14/52 ADA 
C 1 2 N 5/10 ADV 
C 1 2 P 21/00 9281 -4B C 1 2 N 5/00 B 

//(C 1 2 N 5/10 
C 1 2 R 1:91) 
(C 1 2 P 21/00 
C 1 2 R 1:91) 

(71) BRA 595103946 

3400 Peachtree Road 
N. E. , Suite 811, A t 1 a n 
ta, Georgia 30326, Unit 
ed States of Americ 
a 
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